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From the INTERNATIONAL BUREAU 



PCT 



INFORMATION CONCERNING ELECTED 
OFFICES NOTIFIED OF THEIR ELECTION 



(PCT Rule 61.3) 



Date of mailing (day/month/year) 
24 August 2000 (24.08.00) 



To: 



SAEKI, Norio 
Taka-ai Building 
9th floor 

15-2, Nihonbashi 3-chome^ 
Chuo-ku 
Tokyo 103-0027 
JAPON 



■Q 0. S. C 1 S 



Applicant's or agent* s file reference 
JA901392 


IMPORTANT INFORMATION 


International application No. 
PCT/JP99/06804 


International filing date (day/month/year) 
03 December 1999 (03.12.99) 


Priority date (day/month/year) 

19 February 1999 (19.02.99) 


Applicant 

JAPAN SCIENCE AND TECHNOLOGY CORPORATION et al 



1 . The applicant is hereby informed that the International Bureau has, according to Article 31 (7), notified each of the following 
Offices of its election: 

EP :CH,DE,FR,GB,IT 
National :CN,KR,US 

2. The following Offices have waived the requirement for the notification of their election; the notification will be sent to them 
by the International Bureau only upon their request: 

None 

3. The applicant is reminded that he must enter the "national phase" before the expiration of 30 months fronnthe priority date 
before each of the Offices listed above. This must be done by paying the national fee{s) and furnishing , if prescribed, a 
translation of the international application (Article 39(1)(a)), as well as, where applicable, by furnishing a translation of any 
annexes of the international preliminary examination report (Article 36(3)(b) and Rule 74.1). 

Some offices have fixed time limits expiring later than the above-mentioned time limit. For detailed information about the 
applicable time limits and the acts to be performed upon entry into the national phase before a particular Office, see Volume II 
of the PCT Applicant's Guide. 

The entry into the European regional phase is postponed until 31 months from the priority date for all States designated for 
the purposes of obtaining a European patent. 



The International Bureau of WlPO 


Authorized officer: 


34, chemin des Colombettes 


J. Zahra 


1211 Geneva 20, Switzerland 




Facsimile No. (41 -22) 740. 1 4.35 


Telephone No. (41-22) 338.83.38 
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From the INTERNATIONAL BUREAU 



PCT 



= ^^NOTIFICATION OF RECEIPT OF 

'=sti^L.,sL->^ RECORD COPY 

(PCT Rule 24.2(a)) 



To: 



SAEKI, Norlo 
Taka-ai Building 
9th floor 

15-2, Nihonbashi 3-chome 
Chuo-ku 
Tokyo 103-0027 
JAPON 



Date of mailing (day/month/year) 

03 January 2000 (03.01 .00) 


IMPORTANT NOTIFICATION 


Applicant's or agent's file reference 

JA901392 


International application No. 

PCT/JP99/06804 



The applicant is hereby notified that the International Bureau has received the record copy of the international application as 
detailed below. 

Name(s) of the applicant(s) and State(s} for which they are applicants: 

JAPAN SCIENCE AND TECHNOLOGY CORPORATION (for all designated States except US) 

SAKANAKA, Masahiro et al (for US) 
International filing date 03 December 1999 (03.12.99) 

Priority date{s) claimed 19 February 1999 (19.02.99) 

30 November 1999 (30.11.99) 

Date of receipt of the record copy 

by the International Bureau : 17 . December 1999 (17.12.99) 

List of designated Offices : 

EP :CH,DE,FR,GB,IT 
National :CN,KR,US 



ATTENTION 

The applicant should carefully check the . data appearing in this Notification. In case of any discrepancy between these data 
and the indications in the international application, the applicant should innmediately inform the International Bureau. 

In addition, the applicant's attention is drawn to the information contained in the Annex, relating to: 



time limits for entry into the national phase 
[ X I confirmation of precautionary designations 
I X I requirements regarding priority documents 
A copy of this Notification is being sent to the receiving Office and to the International Searching Authority, 





The International Bureau of WlPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 

Facsimile No. (41-22)740.14.35 


Authorized officer: 

Y. KUWAHARA 

Telephone No. (41-22) 338.83.38 



Form PCT/IB/301 (July 1998) 



003079244 



ANNEX TCmmM PCT/IB/301 



lig^wional application No. 

PCT/JP99/06804 



INFORMATION ON TIME LIMITS FOR ENTERING THE NATIONAL PHASE 

The applicant is reminded that the "nattona! phase" must be entered before each of the designated Offices indicated in the 
Notification of Receipt of Record Copy (Form PCT/iB/301 ) by paying national fees and furnishing translations, as prescribed by 
the applicable national laws. 

The time limit for performing these procedural acts is 20 MONTHS from the priority date or, for those designated States 
which the applicant elects in a demand for international preliminary examination or in a later election, 30 MONTHS from the 
priority date, provided that the election is made before the expiration of 19 months from the priority date. Some designated (or 
elected) Offices have fixed time limits which expire even later than 20 or 30 months from the priority date. In other Offices an 
extension of time or grace period, in some cases upon payment of an additional fee, is available. 

In addition to these procedural acts, the applicant may also have to comply with other special requirements applicable in 
certain Offices, ft Is the applicant's responsibility to ensure that the necessary steps to enter the national phase are taken in a 
timely fashion. Most designated Offices do not issue reminders to applicants in connection with the entry into the national 
phase. 

For detailed information about the procedural acts to be performed to enter the national phase before each designated 
Office, the applicable time limits and possible extensions of time or grace periods, and any other requirements, seethe relevant 
Chapters of Volume 11 of the PCT Applicant's Guide. Information about the requirements for filing a demand for International 
preliminary examination is set out in Chapter IX of Volume I of the PCT Applicant's Guide. 

GR and ES became bound by PCT Chapter II on 7 September 1996 and 6 September 1997, respectively, and may, therefore, 
be elected in a demand or a later election filed on or after 7 September 1996 and 6 September 1997, respectively, regardless of 
the filing date of the international application. (See second paragraph above.) 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has 
the right to file a demand for international preliminary examination. 

CONFIRMATION OF PRECAUTIONARY DESIGNATIONS 

This notification lists only specific designations made under Rule 4.9(a) in the request. It is important to check that these 
designations are correct. Errors in designations can be corrected where precautionary designations have been made under 
Rule 4.9(b). The applicant is hereby reminded that any precautionary designations nnay be confirmed according to Rule 4.9(c) 
before the expiration of 15 months from the priority date. If it is not confirmed. It will automatically be regarded as withdrawn 
by the applicant. There will be no reminder and no invitation. Confirmation of a designation consists of the filing of a notice 
specifying the designated State concerned (with an indication of the kind of protection or treatment desired) and the payment 
of the designation and confirmation fees. Confirmation must reach the receiving Office within the 15-month time limit. 

REQUIREMENTS REGARDING PRIORITY DOCUMENTS 

For applicants who have not yet complied with the requirements regarding priority documents, the following is recalled. 

Where the priority of an earlier national,, regional or international application is claimed, the applicant must submit a copy 
of the said earlier application, certified by the authority with which it was filed ("the priority document") to the receiving Office 
(which will transmit it to the International Bureau) or directly to the International Bureau, before the expiration of 1 6 months from 
the priority date, provided that any such priority document may still be submitted to the International Bureau before that date of 
international publication of the international application, in which case that document will be considered to have been received 
by the International Bureau on the last day of the 1 6-month time limit (Rule 17.1 (a)). 

Where the priority document is issued by the receiving Office, the applicant may, instead of submitting the priority 
document, request the receiving Office to prepare and transmit the priority document to the International Bureau. Such request 
must be made before the expiration of the 16-month time limit and may be subjected by the receiving Office to the payment 
of a fee (Rule 17.1(b)). 

If the priority document concerned is not submitted to the International Bureau or if the request to the receiving Office 
to prepare and transmit the priority document has not been made (and the corresponding fee, if any, paid) within the applicable 
time limit indicated under the preceding paragraphs, any designated State may disregard the priority claim, provided that no 
designated Office may disregard the priority claim concerned before giving the applicant an opportunity to furnish the priority 
document within a time limit which is reasonable under the circumstances. 

Where several priorities are claimed, the priority date to be considered for the purposes of computing the 1 6-month time 
limit is the filing date of the earliest application whose priority is claimed. 
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NOTIFICATION CONCERNING 

Ol IDRillCCirMVI on T'n AlUCIiiHTTAI 

oUDivlioolvJnl Lin 1 riMiNoivii i i ml 
OF PRIORITY iX)CUMENT 

(PCT Administrstive Instructions, Section 411) 


To: - 

SAEKI, Norio 
Taka-ai Building 
9th floor 

15-2, Nihonbashi 3-chonne 
Chuo-ku 
Tokyo 103-0027 
JAPON 


Date of mailing (day/month/year) 
04 February 2000 (04.02.00) 




Applicant's or agent's file reference 
JA901392 


IMPORTANT NOTIFICATION 


International application No. 
PCT/JP99/06804 


International filing date (day/month/year) 

03 December 1999 (03.12.99) 


International publication date (day/month/year) 

Not yet published 


Priority date (day/month/year) 

19 February 1999 (19.02.99) 


Applicant 

JAPAN SCIENCE AND TECHNOLOGY CORPORATION et al 



1. The applicant is hereby notified of the date of receipt (except where the letters "NR" appear in the right-hand colunnn) by the 
International Bureau of the priority document(s) relating to the earlier application (s) indicated below. Unless otherwise 
indicated by an asterisk appearing next to a date of receipt, or by the letters "NR", in the right-hand colunnn. the priority 
document concerned was submitted or transmitted to the International Bureau in compliance with Rule 17.1(a) or (b). 

2. This updates and replaces any previously issued notification concerning submission or transmittal of priority documents. 

3. An asterisM*) appearing next to a date of receipt in the right-hand column, denotes a priority document submitted 
or transmitted to the International Bureau but not in compliance with Rule 17.1 (a) or (b). In such a case, the attention 
of the applicant is directed to Rule 17.1(c) which provides that no designated Office may disregard the priority claim 
concerned before giving the applicant an opportunity, upon entry into the national phase, to furnish the priority document 
within a time limit which is reasonable under the circumstances. 

4. The letters "NR" appearing in the right-hand column denote a priority document which was not received by the International 
Bureau or which the applicant did not request the receiving Office to prepare and transmit to the International Bureau, 

as provided by Rule 17.1(a) or (b), respectively. In such a case, the attention of the applicant is directed to Rule 17.1(c) which 
provides that no designated Office may disregard the priority claim concerned before giving the applicant an opportunity, 
upon entry into the national phase, to furnish the priority document within a time limit which is reasonable under the 
circumstances. 



Prioritv date 

19 Febr 1999(19.02.99) 
30 Nove 1999 (30.11.99) 



Priority apolication No. 

11/41517 
11/340850 



Countrv or regional Office 
or PCT receiving Office 

JP 
JP 



Date of receipt 
of prioritv document 

28 Janu 2000 (28.01.00) 
28 Janu2000 (28.01.00) 





Authorized officer 




The International Bureau of WlPO 






34, chemin des Colombettes 


TaYeb Akremi ^^Aj — 




121 1 Geneva 20, Switzerland 






Facsimile No. (41-22) 740.14.35 


Telephone No. (41-22) 338.83.38 
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Fig ] Effects of Rbl and Rri on the neuron survival of cultured rat hippocanipal cells cultured for 24 
days. 71 = 6, -P<:0. 05, P<;0. 01 f« control. 
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PROTECTIVE EFFECTS OF GINSENOSIDE Rbi AND Rgi 
ON CULTURED HIPPOCAMPAL NEURONS 



M Liu and JT Zhang 



( Definrtirtcnt uf Hutrmac^ogij , Itu^UvUf o f lUtiterui Mcdica , Chinese Acaderntf 
of iVJedicciI ^cieare.'i mid Pffking f Ytum Mtniical CUI^qi> ^ Beijing 100050) 



ABSTRACT It has been well documented that ginsenoside Rbi and Rgj are important active 
principles of ginseng. In the present studies, g,bi and Rgi w^^re found to prolong the duration of 
neuronal life and provided partial protection against the excitotoxic effect of glutamate in primary 
hippocampal cultures. Since excitotoxic neuronal injury of glutamate is considered to be cau.sed by the 
increase of intracellular Ca^"*" concentrations , the effects of Rbi and Rgi on [Ca^"*"]i elevated by 
glutamate were measured in cultured hippocampal cells using Fura-2/AM as a calcium indicator* The 
results showed that, Rbi and Rgi could selectively inhibit the high level glutamate (500 umol • L"*) 
induced increase of [Ca^"*"]i, suggesting that the neuroprotective activities of Rbi and Rgi were 
mediated by blocking calcium over-influx into neuronal cells. 

Key words Ginsenoside Rbi and Rgi ; Hippocampal neurons; Glutamate; Lactic dehydrogenase 
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{54)Title: CEREBROVASCULAR RKGENERATION/RECONSTRUCTION PROMOTERS AND NERVE TISSUE 
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(57) Abstract 

Efficacious preparations for intravenous administration containing ginsenoside Rbi or its salt which are useful as vascular 
regeneration/reconstruction promoters and nerve tissue secondary degeneration inhibitors. These preparations are useful particularly in 
regenerating and reconstructing the cerebrovascular network after cerebral stroke and inhibiting nerve tissue secondary degeneration. 
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m m m 

(z>T-^^ h-^>7.5ntT^^ h-'>7.mmMw^m±^'^ ^rz6b(D\Kmm.^^m^zmt 
^^m^^ imstmmm) (DT^mmit. mmm imst^ - mmm -iigaiifii- 

mmi)^ t tits: i.^ rut. iiK'ik7T^xizM»:mmJ^m^ ^tz ^tipsb^i^ut^^^^ 
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mm^m^i^^ m<o c T ^^^mMLx^^ ^mr^-t lbs m^^mmi^ t^xm^iM. 
t < t ^ mm fj: :b (D X $> ^ o i:^^^mm^^(D^m\tm^ 

^mm(o^uib-rmm'ik(DmmtcDm^^tn^xi}mmxittiiUo tz^. m^ta 

m^^(Df^mxmmizti:;^cD{t±ii(Dz t < M^mit-Ufi^^ T-(i?a:v^o tztz. 

xi±m^iiLCDmmm'pnmmm*^^^mmt ^wm^t^&^o la^l. m^xit 
mMm(Dm^^mmm^i^M-r^mmi>i3:t/oiftji\,^„ ^:Kmmm^m^ (mc 
A) ifi^xmrniytzmmmm^^miz t -dx . h o 'Plzcoz t^z-D^^^xuTiz 
mi$.mizmm-t mc At^^xmrnt ^ tu c A:ft{-)rx^m^ nx^^ ^^iiit 

55c t5 *> £i ifii iC» (ischemic core) (D^mmf^i^M C AtmmM LtJi\^^m ^ . t 
65560-^SUfPCT/JP99/0255 0 ( ri;>-fey-y-^|jRbl;{)^f> 

— i5s ;^Jfil^J^aai (ischemic penumbra) t' {± M C A *^ 6 ® ifli?^#t ^ -r) 

m'^^^-kmmmcD i^n^ti' o!SsLWL^i^t^^^<Dx. n^onumm^tiAc a?^ 
n^-tfit^xmm.mm^\zm^t> ^ ^ z h\±m^<Dmnx ^ . m^^tt^^zitz. 

Oj^lfiimi^agB (ischemic penumbra) (D^UU^^Wio ^ il-t^m.i}i^mxh ^i^s 
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t z^x. y K R b itiTiBajg^ ( 1 ) 




( 1 ) 



HO 



- 3 - 



wo 00/48608 




PCT/JP99/06804 



T-^^n-S'fb^tJT-fe !9 . i>" >-fe / -9-^ K R b .(i^Ba (Shibata S.,etal., 
Economic and medicinal plant research, World Scientific, Philadelphia, 
pp 217-284. 1985) i:' {3 J; 5^ »l O ^ T- o 

^ tlX ^ tzt^ (Yoshimura H. et al., Eur. J. Pharmacol., 146, 

291-287, 1988) . ^ 0<-^ ffiM^ 13 o T li * ^ < ^ $ n T V^ o ^fc. 

^g#M^^3:tet^-r {is v>-by-y--r h-Rb,i:i;>-by-t>--i' KRg.org^ifefes 
1 0 -«M*^ ^ 1 0 -'M i: l^ -5 ^Sfi^© > ± y V ^ h* R g 1* fc{± >-fe y -y- 

r^l- RTtg-t^Asfe^ C ^:*^$S^$nTV^ ^*M5l^@^^l^ : U S A, 5, 13 7, 8 
7 8-^: Composition and method for treatment of senile dementia) ^ T-b5=- 

n u > iB iia o ^ 1^ ^ 7- y^ ^ V - ^ ® ^ ^ m m T- -5 t {i B n v^ ® -e s 

t^J) K R b .O W^S^^ehJt -5 * ^ ^g¥B^ ^ tiT VN^;0^o 

:to :^mmm^ im^. fflff) ii C ix ST- > -b y-y ^ K R b .*s#!^$IBflgiS^?^ 
^?&|gif-rs*^i:*dA^$:x ^■:^^X^o-iii^4H^)lia^iJ^ll^7^>'^*fflv^■rlS^T# 

rSs ^mmmMM^mm-t ^ skmmmmmizmii^x Aik^^ 1 mmnip^izmm 
mm^t^^^o) . mmmoy^'^nmmm^is.T-t^^Lttmm^tix^.^^ (wen 

T.-C. et al.. Acta Neuropathol . , 91, 15-22, 1996) o f J5: *> > ;^ :^ ^ X 5. 

Rbi (10mg/kg/aSfc(i2 0mg/kg/Bs X^^X^cD<*:a*i|^7 
OghLT*Jj;^0. 7mg/BSfe{±l. 4 m g / H ) * 1 B # 0 1 iiP^ ?± A 
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ib^^ Mi^^UW,^ ti^ Z t^mmiytz (Wen T.-C. et al . , Acta Neuropathol., 9 
1, 15-22, 1996) o LiJ'LUUfi^. 5 ^PhT S V^ (i 3 ^J-Pe^® J^.Sil&Mlfll«iit«BTig 
^IZ, y^-f h'Rh i^m'^P^iz'iiXLX i)^m\i^^tirjit>-Dtc (Wen T. 



ci. Res., 28, 191-200, 1997) o '^^X. ZOmikX^m (Mm^) tk-^^titz 

i^>-t jv-^ KRb i<DmfH^^fim:^^v^^nmmit0'Bizm\.^z tt^^m^ntz 

t)^^^nTV^S (Lim J,-H. et al,, Neurosci. Res., 28, 191-200, 1997) o 

^ e> {3, m^'pmm^MsisLZ^^^m (sh-sp) ^-^h (D^:Kmmm.^n^ 
(MCA) yicxmrn^Ey' )i immm ^ h i) L < {tmm^^ «y h ) iza^^xi). 

mmmmii^^Mizm'i^L. mm^<Dmm^^mmi)mm^n^ z t^. mmm^ 

{Wl^. {iilB^Lit (Zhang B. et al., J, Stroke Cerebrovasc. Dis., 

7, 1-9, 1998) o 

l^it}.m-^ixtSi\^ Z h hnm.^z (Sakanaka M. et al., Proc. Natl. Acad. Sci. U 
SA, 95, 4635-4640, 1998; Wen T.-C. et al., J, Exp. Med., 188, 635-649, 1 

998) . fc i: X. V > -b y -y- Y ^ifimmp^-^(Dm.^^^■x^^^7^s\.x 

hi^jlt^m-t^ZtltZtl^X^aimtm^^tlX^rzo 

*^XA^zov^•r. (w^. m^) a. zn^x^zi&mm. (i~io 

Of g/mi) 0mmm^ibibt'\:.sbmmmizmx\^xi5 < t. bKn^^r^;!/^ 
^^tiji^mmm immm-m) izj:.^nmm^(Dmw. (^^o-v;^) i^mn^n 

^ Z t^n^ \^X\^^ ^ (Lim J.-H. et al., Neurosci. Res., 28, 191-200, 199 



-C. et al 



Acta Neuropathol 



91, 15-22, 1996; Lim J.-H. et al 



Neuros 
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7; Zhang B. et al., J. Stroke Cerebrovasc. Dis., 7, 1-9. 1998) o 

?) ii . V > -b y It K R b . AS t K D :3r ;i' ^ i>* 5b ;i/ ^ ^ 1- § c i: {3 J; b . ms^ 

1 0 — 365560-^. PCT/JP99/02550. l^'rn^> ^ i/ y -iz ^ V 
4 KR b 1 ^ 6 ?S ^ liiiiflgX{i#MifflflS«^^J J ) -^mm Lfco c©l¥)^ffl{cov^ 

(0. 1 1~1 Ix/g/ml) (Di^>-\^y'V-^\^Rh^iJ^^)V'^^ 

ym(Dnmm^^mm\^xnmmmw.^^m-t ^ :i t (Kim y.-c. et ai., j. 

Neurosci. Res. , 53, 426-432, 1998) . ^5^V^{± 500^^M (550//g/m 
1) i:VN-5^^JS®i?>-tryi^-'fKRbi*S7':i11>_ >> ^ ;|t ^ iffl ^ l» f -5 
Rltgtt^fe i. :i im^i^m^. The Ginseng Review, 24, 61-65, 1998; MS- 
gB6^ The Ginseng Review, 25, 44-50, 1998) t^t^mnmxm^ ^ tlX^^ ^ifi. 

■r Li)^m^mi^m^y^^tji\,^z tifim^MLXi,^^ mm J.-H. et al., Neuros 
ci. Res., 28, 191-200, 1997; Zhang B. et al., J. Stroke Cerebrovasc. Di 
s. , 7, 1-9, 1998) o 

h•Rb.{i^^*^;i:oTl£^■rb^>$fsbv^3?&^ ■ mm^ 'b tz ^ ^ z t^mm l 

TV^:5 (Zhang B. et al . , J. Stroke Cerebrovasc. Dis., 7, 1-9, 1998) o 

b i(Dnmmm^m±^m^ zni^xm ^iy^iz [.x^tz i^m^ i 0 — 3 e 5 5 6 

0-^. PCT/JP99/02550. ^^ttii) ^ i/ > -t ^ V Y R h lib^ ts: 

^ mmmxitnmm^^umM J ) o ^©s^m^ t/y-t y b-Rbi*sifg/m 
l*^6loofg/mli:v^o tai^ic^i^^^iS: vN^g^is^T's mmw.mmm&^ 
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wo 00/48608 ''^P PCT/JP99/06804 

mmLtzo 

^^mm i± ^ iz i/ > ± J ^ ^ HRb iifimm\^i^-^iz s cti^x^r^tz 
< "^mt ^^titi:ip-:>rz^titzmmMn±^'^mti: f> xfizmm^mmm^m<fmi 

i: ^-TT-t^mai tTlN^ 1 0 — 3 6 5 5 6 0 PCT/JP9 

9/02550. V^•ri^^ ri;>-by-t?-^l.-Rbl3!)^e»^C'5 13 IB M 3Z. (i » ^ iffll BS 
«M^J ) o 

*^B^#e>(±> s^>-by-»t'i'h-Rb i t) > m.i&mmms^ (isc 

hemic penumbra) iziH-^ ^ st'Mm(Dn^i5 ^V^mmm^i^MT ^ Z ^tH L:^ 

i^m&mmm^^iz^ \:,^mm(D=.^^^tj: ^v'izwmmm'^iz^]:,^wmmm(D 
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(DmmiztDtz^mms ^m^mmmu ifcDtztbiz^mf^mmp^m-^mmm^m^ 

(•) ituk^m^ Ltz^ h (D (DX& ^ . a^Bi (o) i^^m^^s &m:k 
^7K<z)5^^is#b}t*)®-r-feb> mmnm (■) it'j > -t y \^ r b e u s 

/BS#b:t*)®T-fe»)x ara^g] (□) {iv>-by-9-'rh*Rbi=£6 0//g/a 
«P«f A N OVA + F i sher®PLSDCJ:So 

H-^1?f ffiJiM a n n - W h i t n e y U 7^ X h 13 ct S o 

m4m\t. mmm 1 . 2. 3(Dmm^^ tisbrzmAmx$>^o 
m5mu. 5 /ummmw>^iz^sb=s>mmmmmmmm^(Dskmmmm^m^7rs 
•r T* ^ o 
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wo 00/48608 PCT/JP99/06804 

m^(D^(D. B *^4S:t^7kit#£Bjfliibt»0 C *5 i; > -b y ^ K R b . ( 6 

fe^o A*s^S:t^7K4S-^^T-fe D^ B iji 'J y -[z y V- ^ KRb, (6 0 ug/B) 

( w T ^ e ) 



- 8/1 - 
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•y-'Y KRbi (1 2 u g/Bs 6 0 u S/B) h (D B B B 7s Zi T ( scor 

e) ^Tjk-t 



o 
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it^(Dftmm!&<Dmm. rv^. mmm.umm^tzitnmms^umm^um-r ^tz 
*^B^^i^ mtELtz:^m^rzitmmiz ^ y) m ^titznmmmyi.itwmmu(Dmm 

hoi^<Dm.m^zm-r 

^m(Dmm%'SLWL^\t. 'j>-t h'Rb,*,t<tt^©f^ij]gt;xtt^n?>oJg 

^ /is :$:^B^{i> >'>-by-y--r b*Rbi^L<Jd:-e®f^»mtJX(i^ti6C9iM<fe 
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iR T' ^ ^ o 

t ^ c i: ^ tl#t 1- ;?) ^ 0 T" S o ^tz. i^*>-fey-t>--r K R b .©-fb^^PigO-gp* 

x$>^o ^e>i3. i^>-^ y Rh L < it^(Drtmm<^(Dmm^^^m^t 

^ ^ t ^ tz sb (D V — K-fb-^t/i: LX<D^yy-tyv^ KRb iX(±^ ©f^if^tJ 

;4=^B^® >-fe y -y^ K R b ,{±8513 L;t<ii§^T'^$ 4,®T-$> t) . > -fe 
y-t^-'Y KRb,{±. ^?yx{±x (Shibata S. et al.. Economic and medicin 

al Plant research. World Scientific, Philadelphia, pp 217-284, 1985) (Dl3 

mizm\:^x^m - mm-r ^ :l tt^x ^ ^ o ccj^a^si^^^icct Ktmm^ titz'b^ 

{±^®^ft*s 9 8 %Ki±T- fe S d i:*^ MM ^Dv h ^ ^ y ^ — tji ^Uizi^mm. 
i^m^^^ V JViz^ 'rym^^ nx\^^ (Kawashlma Y. and Samukawa K., J. Med. 
Pharmacol. Soc. Wakan-Yaku, 3, 235-236, 1986) o 
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wo 00/48608 ^^5p' PCT/JP99/06804 

^%BM(Di^ >± y V-^ \' Rb i(DmAlt. 0 — 3 6 5 5 6 O^RV^P C 

T/JP9 9/02550 (ri;>-bytn'KRbiA^^ ^ mm^i^^^±^mm^ 

16*5 1 n g /m 1 WT> $f^L<{ilpg/mlJiiTs <t!3$f*L<ai00f 

mm t Lxmmr ^m-^iz'b s m^cDm^izm-f %mm^w.m&i)^m%i(Dmmi^ 
mm(Dmm^mm&t^ i~i o o f s/mimmxi,^^tjimmt^n^ti^<. 

1 0 — 365560^. PCT/JP99/02550. l^rtli) ^iy 

j^tk. mmik. vymmnm. •^\"^mm. 'J:^^v-a. mmfimmizmrnvrz 
^ tz. }^mmmm<^ti:i^(DmmiSL-^m.mizmim Lxmmxt ^mmx$) r>x it x 

-T KRbi<Z)7K^S$::i^^7^;HbLX7*o H^-^/^^f'^figL. Jfll M H ii iii 



'i^gl¥ 1 0 — 365560-^&tJfPCT/'JP99/02550 ( ri;>-fey 

y-y->r KRb iitmmp^^-^X'mmmm^0i^-^w^(D i / 4mmiz^xm'i^^-^. 
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m^) © 5^ 'EC e> r J3a m ifli • ^ ^MTttjifiio^tiMB-^titt^fe -5 l^^i-il^4flgi^J^ll 
^i^izti [yX 'b s nf^umm t Lxmrn-t ^ z ti^x ^ ^ o -r 55:^3 *>mjfii<iiPi ^ 

m^Mm^^ 1 / 4m&izm'h1r ^0Hti: ^rmz^MmmmS^ (ischemic pen 
umbra) • M.{P L tz sSR'g ISiUlEn iz ^ X mir ^ Z t ifiX ^ ^ o Vt^ 

mi^^ titzmmmi!}^mm^mm{.x i)]Enizmmt ^ z tt^x ^ ^ t^.t>ti^o 

■ttiit>ib. *^0^0i^>■fey+^^KRbl{±, BcI-xlM ^(D^mm^tii ^ 

V :^mnmmm^n±t^^ onmmm^(Dm^mtjium^mizm^x . 
mit^mtDm^ • mmmt^^ o ^ rsm^^ii^-r^^m^izB^ ^mmnm^if\-Lx. 
mm^^i^tzm^'^ ^ z tifim'^-^ n^o zco^^iz. mmmmm^^^mmp^ik 

\'it^^tLx. m^tj^mmmKii^mmmummt^i^mx^ 

-^lSim^(Dmxit. ^ ^ikiz m tz ta mi^ ui^uz i) iy^ t) ^-r'maR.nmnm 
ifi^m«oizm.T ^^t>i^^m^^'^m.^^t^mit<D-'m^rzi:^mm-ti^ht^ 
mtztjii^o ^(Dmmo 1 -o t Lxm^f^mi'^xmi^ • m:p LtzmM'^m(Dn±'^ 

Mmmmmm&s mm^M^jkmifi. mm^mmwitm. u^y-^> u-fy- 
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?)^^^3i^v^-ts jfii »st 1^ s ^ ^ titzMmmf^iziiii- ^mMm^n±ir ^ z t 

CD^^tz J:5^^^»SgMtg|^SCDJiff 0#®Q O L (^^©M. Qualit 

y of Life) -kmii) ^ Z }Lt^m'^ tl ^ . 1^^¥1 0 — 3 6 5 5 60-^ 

B c 1 - X L^^ti^^am^^ UT. cn^W5^^t4^a®-^^^:^^i3 



A^qJig i: i>o ^m-^m,-^ (t-'a^D*.^^^*: (vehicle) ) ® ^ ^ ^ ti WUffl 

y u K - >7 D >) ^mm\H^^\.x «;/ h ©i^TK^-it {nmm) 
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ia S o 

cn i: a 7t i'Jftffl 5:^ ^ 55: l^;^•r'fe i> o fz i: 1 0 — 365560-^ 

RVf^V CT/JP99/02550 (ri;>-by-y-^|.-Rb i ;{p 6 S BBi Sli flg X « 
tt^SBfiS^^^Jj ) {::hBM^ tiT^: z: i: < , -^-ftM^^-^i*:-?:' - h o r ;i/ 

W^iBflg®^$:fiii]|f (1-1 OOfg/ml) Ov'V-fey-y-^ KRbi*s 
fSM-rs®X-. H R b i{iiEm^^J^M)^®^tg{C(±$.S 0 ^^-^-^ 

X. o 

S/* > -fe yt>- K R b .® BHMF«3iS^ DflEJ^a. fulfil 
S^^*V^C i;^,^T•{3fg^^nTV^-2) (Lim J.-H. etal., Neurosci. Res,, 28, 
191-200, 1997; Zhang B. et al., J. Stroke Cerebrovasc. Dis., 7, 1-9, 19 
98) o ^0^#e>(ii^>-try-y-'f HRb>©6 0/z s / BOmmm^X^Z J: o T *»^ 

^^{C:feV^T^ *|g0^© >-t y -^•-1' K R b . ^ IS # U >fc i& ^ ^ E ^ < tl^ L $E 

1^gi¥10 — 365560-^;Rt>'PCT/JP99/02550 ( ^ V > ^ 

-b-'f K R b 1^ e> ^mmm.^\^^ummumm A ) T-iesi^ n^c r < . vy-^ 
y v-^ Y Rh iit^:^mmmi^m^ (mca) ^xmm^' ^ h (.i^^mm a o o g ) 
{::*5l^Ts 1 Bme u g^^u 6 0 u s(Dmmpi^-^X'mmmm^m'b^ Lib. 
^m^^wm (mit'^^m^) ^escs-r-So Lt^'b^mmoi^ y-^z y v-^ h*Rb 

- 15 - 



wo 00/48608 PCT/JP99/06804 

lit. Il DiS-^M-trM C A^^EBS^ h ©j^jfaMJliagiS (ischemic penumbra) 

mmmm^ ^ h) iznvxit. iBa60xfg*)L<{±i2A£g©^*>-by-»^^' 
mmm^^^mit. i^mmtz x m nt ^ 1 1 a tz ^ i . 2mg*^e>i2mg 

1 B ^ »3 oS#fi i: LT (Is AM-^^*^{3 ^) J: ^ o. 

lmgW±. iff^L<{±lmgi.M.±. ci:D$f^b<{il OmgU±T-feSo L*^ 

^c:i:*^e>. thT-(±^ d 1 / 1 0 Jit TT- ^ 5i5^5atg^^-rRl 8^*4 A^fe 

^{i. Huizli®S#«i:|5l^^)L<(±^01/'l 0;{pe> 1/1 0 0, 0 0 OgS® 

L < 0 . 1 g T T- ^ o 

<^ m$i{.rzi^-^m.^mmm5mmmmizi9[^-t ^ :i tt^x ^ :i^mm(D^m 

SS.^X$)^ > -{2 y> KRb.tt-tt4^ri>®iaT-$>!3. ilS®:^?StCctDM^J 

^■r^Ci:*s-e#.«?a;^{iO. 0 1-10mg/ml.itf^L<{iO. l~lm 
2ji:^B^k: i^itSi&t>^^{3^*v^■r^i^ ^ff :^fl21iMJ^M«^ (MCA) 77c 

xmm'^ 2 8 Brsizt>rz-DXs i?>-feyit'fh'Rb .^pMrt-^^ti^aA 
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mm^ (ischemic penumbra) ^ liiJfa^® ffiEi^ • J3J4^ • ?IiSg*smi^fwai^T L 

^^{£?i-r -5 i: v> o CI 2^ > -tr y -y- -f K R b i*^^ Wiii*!!^® Jfli^® 6 

4^ i& M T- © 5^ # ^ ix S - ^ ffl as {± ® ^ ^3 pfg o 

mm-t. V >-fe y -y-'f F R b i®PMp^iS-^{z ct b . * t=iBflg5Eirp*JaHE^ b c i 

- XL©^3g$^ UT^^^ 0 1 0 — 3 6 5 5 6 0 PCT/JP/0 

255 0s l^■rn^, rsxV-ty+j-^KRb ^ fli^aflSX 

X ^^•?> P T C A (percutaneous transluminal coronary angioplasty) 

't»i5M^$:^i^L^c,ii#{c:^t^i&M/W/'^x^^R^PTCA<&Sj6l-Bui3i;>-ty 
•t^-'f K R b ,^^Mf*I*S# bTi5{t{i. ® ^ ^ {i ^ L < E& # f -5 o L:{)^*)x CI 

1/1 0*^?) 1/1 0 0, 0 0 oasoa®i?>-fey-y--f h-Rb.T-^^-3atg*^ 
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# # 



wo 00/48608 PCT/JP99/06804 

tgi4*sfe § :l t-c$>^o i^>-feyy--rh-Rb .®#Mf*iS#{i> 10 — 36 

5 5 6 0-^St>*PCT/JP9 9/0 2 5 5 0 ( ^ i/ > -t y V- ^ ¥ R h li)^ ^ tj: ^ 
Quality of Life) afe#C^8:5:Oo 



:iOfztb\.Z, mX^S.. 12-13 mm(Dm'& SH-SP^-^h (<$:S2 50~3 

oog) ^mm^yfzo nmm\t i 2 ^p^zr i: ©sgugit^ ^ ;uMTt5iw a^ut^ 
g Lfco m-x^mT-^nm^cDj^^^mmm^m^ (mca) 
■^mm • mn\.tz. i^>-by-y-^KRbi^M c A^xmMm.'^\z^.mm'm\^\^x 

L (6>t/gS;t{i6 0/ig) . ^®m7';u-tf^ -g^ffi4<> r VnT 2 8 B 

MCA7l(^EflSm> ^mm^b {m^. m^) (Dysm^z^ijt-oX (Igase, K. et a 
1., J. Cereb. Blood Flow Metab., 19, 298-306, 1999; Zhang B., et al . , J. 
Stroke Cerebrovasc. Dis.. 7, 1-9, 1998) 2 M § 4 M a ^ ^ ti 4 B P^ 7jc 

mmy'^h ^mmt. sh-sp^^^ h (Dmm^^mti^m^Ltz. 

■< HRbi^&S/zg/'B^-^bXisfeOT-fet). eH^gifiS^*>-byit-i' HRbi>& 
6 0 // g/BS# bfcsbOt-fe^o 
^ 1 I2I<Z) r i: < M c A7^^ras^ (ffa^^m) (Dmm^^nmifi. v'y-tyit 

fzo ^\Z. M C A^^^ 2 iiS i: 4 MBOTfcj^EST^X h T'x i? > -fe y K R b 
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PCT/JP99/06804 



i©®ffl«T-ii#^ 3 B i 4 B i ®s^^T^ci^^^T^ i>* > -fe y -y- KRb.cDBffl 

tr^bTto S7t^ 4ms(DWBiz'bmmm.-i&mm.ti)^mrj:^mtmm^tirzo 

^ciJs S H- S P ^ >;/ h®7Kr*3i^{::(i=&?fT-WlcM{i^e.n35:A^ofeo 

4 %/-?^^;i/AT;i/7^fc K^^^-r;?, 0 . 1 M U > ^)^ii?ST- ^-t* ft5 ® M 

±m&mmmmm^&i^m^^mmmxm-t ^ :i t j: »? i^m^mmmitm (%) 

t J: f9 4 o 1 ^3 $S /JN b ;t c ^ o 

m 3 El A{;i^Il:^^7jcS#BS®^m^ ^3EIB{CS^>-t:y-y-^KRbi (6//g 
/B) tS#fl«@SMCD||«?l:&^t-o 

ll4EI{c*^l|^^^^S i:^^);tM^:EI^^^-ro ^Ji:^^7KiS#^T-{iffM 
-T K R b .^S#?¥^w^V^-C{±^Mgl5*s[p]^^ i^/^^i^Xfe^)^ :i O ij^ ^ tK 3el§ 1^ 5^ :^ 

vizii\,\xiiEffo(Dr^ y V!t---hizmmmx'mmLx\.^^o 

n T.-C. et al.. Acta Neuropathol . , 91, 15-22, 1996) Xlt. > -t y V- ^ K 
R b i(Dm.mmt^-^ (10mg/kg/B^t{i2 0rag/kg/B) ^J^Jfilft^^ 

mizmm^x > m 3 0 %(Dmm c A 1 mi^nmmmLt^m^ z hnj^x ^tjiij^r^ 

tzo i^>-fey-9-^' F R b X ^ Ml^l^fc^tjfii^fx^^ bt * 

tz < mm\trj:-b>^ tzo L-^'b. j^JSl*lS-¥$ n;t i^* > -fe y -t^-f K R b i® - B S 
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^m^^^fctit^©^0^# e> (Pfitt^s BBEf^) om^-^\t (Zhang B. et al., J. 
Stroke Cerebrovasc. Dis., 7, 1-9, 1998) ^ MCAEfl^^fCO. 6 // g / B © 
ffl«T-i?>-by-t>-'r HRb i^&ll^f^^J#il?±A L^c t # © Iw ^ ^ BBiS ± 

lr^^l*I^s-^{col^T®H^im®lffl35:^3^^^,^T^ ^(DmcDmm (6//g/Hx o. o 

6 Ug/B) -C-M C A77c^^S^{C >-b y it K R b i^r^^P^'Nj^i^yiA LT 

mm^m-ffi^mmLx. mmp^i9i-^(o^m - ^^m\t^^tz < ^^m^nxi^^tji-ip-o 

tZo 
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ffltts^^nr^fc (/J^^i^. m^a^'ss^ pp2i3-22u t^m. 

o 'i^r^Xs :$^mmMiz j: d ii^gi^ lo — aesseo ^rv^p c t/ 
JP99/02550 ('"i^>-fey-t^-^KRbi*^?> ^ mmmyntnmmmum 

i5:l3^B^#?> {i, yu^-r (bregma) 2 , 8 m m fu^ ® b © flg A* ^ 5 

mmmm^ {■tf^t>%i?y^-y^-( FRb ^WLm-^fitzmm.m) (^5 



1 





^-^119 (%) 


SlfiHl (%) 


R b 1 : 6 ^ g/H 


7 . 0 ± 0. 6 4 


8. 0±0, 5 8 


Rbl:60^g/'B 


8 . 3 ± 0. 9 2 


9. 0±0. 5 2 



liANOVA+Fisher®PLSD{c:^oTV^^o ail3^Lfcri:<. ifil 
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^1 



wo 00/48608 PCT/JP99/06804 

8 B Jiif^O V >-fe y KRb .#Mf*lr±Atc J: . ^^ifamJ^agB (ische 
mic penumbra) (Dz^^mJ^mMmmt^lSil^n^ • S^i^^ti^t :i i: ^ !^l§ T V^ ^ o 

^tz^ T'b^v (bregma) ^:3&3. 6inm0l'^)l'0/^'7y-(>i;f}>i\Z— >yy^ 

^vm^^ML. m\y ^jviz^if ^:^:^^0^(Dmmit (&jkm/mmy- 1 o o ) ^ 

m^Ltz t Z i:^>-t^V-( F R b iS-%-?¥T' vehicle (4a:t^7k) ^#jeglfa 

BaJSMOJliJfiicf 'C^gP (ischemic core) i: ^ i> :h T":^ ^gi^ (i^Si^i^S) 

y-^ J KRbi (60>ag/H) o V P ^ . ^n^^^5"^t-, 

vehicle (^S:^^7l<:) ^iAjsiJflia^ (^7I1IB) tcifc^T. > -tr y It ^ K R b i 

LTV^;to U-oX. v^>-feyi^-^ K R b .{i#MF^^-%-ii ct D . m f!^ - ^^(J ^ 14 * Ifli 
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^mn^ Ltz^^s 3 0 ^u±mm Lxip i^:^j^mBmiz vy-tj^^^ KRbi (i 

2 u S ^tz\i.Q 0 juLg) ^#[eI^A L. ^ ^ |5] > -fe y -y- F R b i ( 1 

2 JUL s / B^fzi±Q 0 luL g / B) - mms^^^y^izx i Bmmmn^ 

(vehicle, mw) ^m-^Ltzo mmmmm. mmmmmB. #fsa«^i bb*^ 

^7Bg*T*. CDOpen field locomotor scores (Basso, Bettie and B 

resnakan (BBB) ^cotqs)^^^] l^xmmmti h 1^ tz (Basso D.M. et 

al., J. Neurotrauma, 13, 343-359, 1996) o ^ 5^ ^ h (iES-5>y 

Y) (D B B B scores (BBB;^r7T) {±2 03^:l^L2 1-t-&^o 

n2 a SCDi;^ y-t J KRb, (6 0 juLg/B) y b ^ti^n^ LT 

v^So ^8EiAc^xt-ri:<, T-fufliiiic 2 0 g<Dmti^ 2 0 ^r^nn^ tiTz^ 
m-^myk^-^^ ^y h itm ^t>izmT!m(D^mm^^-r^o lhj^ LntLmmiz 2 0 

g(Dmt]^ 2 0 ^mMn\^tzO)-^lzi^>-\i y Y Rh I (eo^zg/B) 

7 B a ® B B B X n T (scores) T ^ \y h ©Jlijig ^S-fb L 

it y -^2 y V K R b i#M[*!^#©ffl«(C«c# UT^lt tc&# t 7-*-^{±¥ 
iS<g±#ip^MT-^$nT*J D . S9£it^tffi£(iM a n n -Wh i t n e y U 7^ 

x^Mf^^-^Lx ^^mtjimmikm^mi±^^titjii)>^tza ^tz. v;u^kd- 
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^ e, C i/- > -fe y-y-^ K R b .{i v;i/y K o-;i/0 o '5:^3g^tg«i©iftffl^v^'fbi4 

^(Dh St) ::oci:(ii?>-byi^-^h'Rb.4)L< {± ^ ® a* ^ t» ;!)^ # M 

IIi^T-feS©T-s i^^-ty-t?-^ h'Rb e> -5 • ^ 

Mfr-r^) i:^^^n-CV^^ (Crowe, M. J. et al.. Nature Med. 3. 73-76, 199 
7; Emery, E. et al . , J. Neurosurg. 89, 911-920, 1998) o > -te y -< HR 
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365560-^. PCT/JP99/02550. V^-rn^)^i;>^ry■y-.f^'R 



{3 PM^ ^ n S * 0 -e 55: v^ o 
^JE0U ( >-fe y 1^-^ K R b i^MrtriA^®^) 

{*a2 5 o~3 0 og) ^mmLTzo mm<^iti 2 ^mz tcDmmv^^ ^ )\^mx 
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t^Wbs 7i^tiiioXj^izmit^^mmt[.tzo mm^o hslz {^203. i±6. 9m 

w\-ox ta^ titzo i^xmmT-(:mmu^ 3 7 ± 0 . 2 °c izmt^ l tz s h - s p ^ 
h (D:^^i^mmm&n^ (mca) ^mm - mmLtzo 

m.(lug/jul^tziiO. lju.g/ul)^60ul (i^>-lryit-<h-RbiJ: 

LXGOug^tzitejug) mm^iXLtzo ns^^T ^zmi^tzt i 

yy tm^^t ^ — . i/y^^^^ k r b i^maAgc^iA^ 

■y-^r K R b ,O^SAi^7k'^MM<&^fc LTiD^s ^ >-fe y -t^-'C K R b 1 6 0// 

s / B^fzite JUL s / B<Dmm.x:^i^mmmis' ^ 2 ^ Bf^nm.'&xi.tzo t^-ii. 



MC A^Xmm'i^. ^B^#e> (K^Ij, m^) 075S^3^^t•^T (Igase, K. et a 
1., J. Cereb. Blood Flow Metab., 19, 298-306, 1999; Zhang B., et al . , J. 
Stroke Cerebrovasc. Dis., 7, 1-9, 1998) 2 ME t 4 MS IZ^ ti^ ti 4 BTSTia 

E(Dmmx$>^o ^tz. m 1 m^(DmAw (o) ji^^^e^ v >y h ©^©t- 

(□) (ii^>-by-b-i'KRb,^6Ag/SS-^L;t*)®T-fef3. eH^EP (□) 

tti/*>-fey-tJ-^ KRb,*6 0//g/BiS#bfc*)®-r-fe^o y'-'S^ it^mm±^ 

^mmX'^^^nm^ . ms^m^^ltAN O V A + F L s h e tOPLSDIcJ; 
T ^/^ ^ „ 
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mmm 3 (mmsiittmm^) 

:km^mmmmm^&:km^^mmmx'f^.ir ^ z tizx'o ±m&mmmitm (%) 

Ds ^tt^^ff ?£{±M a n n - W h i t n e y U ;^ h t J: o T V^ ^ o 

m 3 S A (3:£SA^7KiS#BiaS^m. ^ 3 glB i;>-by -tf^ H R b , ( 6 // g 

Tt-^ — M.izmm't^^xizmmm^mi^x^.^^cDizMvx. ^mm<Di^ y-^^ y 

^izmtam^ y ^ > iZ^ML. ru^v (Bregma) m:^2. SmniHum® 

•9-^ Rh ,mmp^i^-^m(Dmmm^mmmm^. t- ^ t> t, v > -t y it -i- KRbi 

em) . ikmmm^^mm[.rz (mi) o ^tz^ mnm (Mmm) x^mmcDsk 
"^mmm^m^ Ltzo m nzn^.v.rz:: t < . Mmmm^itmmm • mstumx^M 

m\tHhtits^is^-Dtz<, 

^ 5 lajix 5 jJLTiiW-m^i^^z^tb^mmm^mmmjQ.^isLmoyis^'^mmm^^ 
{i^^ufc*,©-T?$)f3. ^5 m(Dm:i5mxm-Dtz^^\iMmmmm^m •. m-mm 
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-^(±¥^ffl±^ip^^T-^^nTi3>)s igttf-®;efS{i AN 0 V A + F i s he 
r®PLSDK:J:^TV>^o Nji5-efei)o 
* fc. y b (Bregma) ^:53.6mmcDl/"-<^;i/CD>'^^:7-Y > iiO iz — 7. )i' 

m^^ML. m\y^)iizm-^^^:^n0^(7)mmtt (^Mm/mmmx i o o) ^ 

LtztZ^. i^^-fey-y-'fh-Rb lik-^mskmX' vehicle (^Srt^Tk) S# 
1^^$:^ 2 Ki^^o 



^ 2 



1 n j mmit (%) 1 ?«Ma« 


1 ^m-Mi^Tic 8 


86. 4±8. 1 1 10. l.±5. 5 


|Rb 1 : 6 g/B 5 


95. 9±3. 3*1 30. 6±2. 9** 


|Rb 1 : 6 0;* g/B 8 


9 5. 3 ± 2. 4' 


3 1. 5 ± 3. 6** 


1 1 8 


9 8. 8 ± 5. 3 


1 5 8. 5±4. 7 



hitney U5^:^hlwJ;o-rv>-5o^2EtJO*{iP<0. 05T*25SCi:* 
**(iP<0. 0 1-e*-2»Cli:^^t"o^^{c. ^ifiiif'C,>®( ischemic co 

i^v^T^.. vehicle (^S:^^7K) ^A^Jlii^Ki J±-<-Cv v^V-fey-^-^ H R b 

AD-b>. «k S US A^i^TT-s ^ h ®T<£B9iltc: 2 0 gCDff*^ 2 0 
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wo 00/48608 PCT/JP99/06804 

^mnn Lfz'^. 3 0 ^Jii±/^iii {.xt^i^:^:kmmmi^iy >-t y v-^ \' Rh i (i 
2 u s^tzi^e 0 u s) ^#ihi?±a ^ i?, izmmm^ f r b 1 ( 1 

2 >u g/B 6 0 u s/B) ^TJUV^ -gjgJE^>r{3T 7 HT^i^i^Jg-^ 

(vehicle) ) ^^^LTzo WmmMm. #iil«M^B. 1 B g 

(Open field locomotor scores: Basso, Beattie and Bresnakan (BBB) sco 
res)^ MM LXmWlsl^tJ 0iaU t Ltz (Basso D.M. et al., J. Neurotrauma, 1 
3, 343-359, 1996) o 

^2BB0i^*>-lry!^-^KRbi (60Ag/B) ^S#^>yh^. ^tl^n^LT 

v>^o m8mAiz7fsir;rt<. TiiLmmiz 2 0 g(Ds.ti^ 2 o ^mm^^ titz^ 
s:^^7KS#^ ^> h i^m ^t^izMTmonrnm^m-r ^ o u*^ uTiiiJi^fiic 2 0 
g (omij^ 2 0 ^rsnn Lrz0t> izi^ >-\z y V R h I { e 0 u s / b) ^mm 
i^i^-^-r^t. ^ 8 0B r < 2 B^cji. mrmcDM^mt^m l <^m 

7 B i ® B B B n T (scores) iZX h (DM^imti ^ ^Mit L 

tz ^ ^ 7 (D Pi- ^ m 9 m ^z ^^t c m 9 miZTr^-r c: t < . ^mmm^ h (Dmmmti 

l^fil±^^Pi^llX'^$nTi5 b . ^HtPtif SaM a n n - W h i t n e y Ut^ 

:^h^cJ:■pTv^So *{iP<o. oi:&**(iP<o. 005^^1-0 



nrnm 5 (i;>-feyit-r HRbif^ct-s^jiiic^Re • mm - mm) 

D Q O L (^?S®M. Quality of Life) ^ ^ b < ^ 35: d it ^,11 >5> o ^tJ© 
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g/mlJUT^ $?^t<{ilOpg/mlJilTs J:D»^L<{ilOOfg/m 
1 lUT i: ^ S i o 13^^J^(D > -b y -t?-^ K R b i?IAM;&li^-r -So * 7t . S^* > 

6 (v>-by-9-^KRb:{Cct^ ^]^a«oi^E6 • - mm) 

Ing/mlfetT, $f^b<{±10pg/mlUT^ <tt)iff*L<(ilOOfg 

^l^ffl^l^^^gm^. ^i^^^O^l^iS^r^ffltf 13 iy>-t^V4 KRb.^fe 1 ng/ 
m 1 lUT. iif^b<{il Opg/ml JUT ^ e>t$f^L<(il 0 0 fg/mli:i 
T ^ J; d {3)gA Lt^fiiffl^M&iS^t-S c tifix^^o 



^mm 8 (i^y-fey-t^-'fKRb lie J; ^stiMi^® • - mm) 
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i> X. ^tixr^^^tK 't(Df^mmit^^^izmm^tix^^rj:\,^o mmmom^m. 

e^T-fe S — ^ > h ^^ >^ > (mutant huntingtin) ^Wi^i^^^fDl^m 

n^i^mm^^m■x (transfection) "T^i:. mms^itT h - 7.mnmmmmiz 

PIS So b*^b. ^ i — ^ > h > 5^ >-5=- > (mutant huntingtin) h i: 4j B c 1 

- ^CL^t^mnmmmiz^mmmi^x is < mmm(DKt^i^i^^±izn±^ ti^ 

C i:As$6^ ^nTV^i) (Saudou, F., et al., Cell, 95, 55-66, 1998) o ^St^X 
!|^gl¥10 — 365560-tSt>*PCT/'JP99/02550 ( r i; y ^ y ^ 

mnmmmizinf ^ b c i - x a ^^Ji^ftffl ^fe^-r -a v >-fe y -y-^ k r b i 

Sr^-r RTtg-l* A5iSV^o ^ fc^8i^Jit^^04^ U ^ >^ (Machedo-Jaseph^. 

dentatorubral-pal 1 idoluysian atrophy ^) l?"fei^>-by-t'-'i' KRbiCD;^#^j 

offe®4^u ^ >m^^&Ltzmm a^m eokg^M^) iz, i^y-t 

■Y^*Rb.^Jg^»^t^^a$^#■rs>t)^fe-2>V^{i$^t-S*T•.■^^#4>L< {i^MF*3^ 
#-r i> o mtz. Jit 'J ^ >i^?^^<D;t too i^* >-fey-9--i' KRb .PMt*i^-¥M 

^#$n>t >-fe y ¥ Rh itmm<DsssL^mmi!}^mwx'^ ^ xoiz. s^^n-^ 

mmm 9 ( ^* >-b y -y-^f k r b .{^ j: s ii£3i^'ii^i5^©^&^ • • mm) 

T tit^m:k^M-t^mmx'$)^o 't^mmi&yiimn]^izmm^{^. 't^^^m^^m 
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m m 



wo 00/48608 NSF PCT/JP99/06804 

tl^CD-^, Z(DB c 1 - X lM & (D WP ^ > -t V- KRb lO^Ml^iS-^ 
*U<{ii^#S#CJ:f) <V^±«)^Ci:^3J;!^ {^m¥ l 0 — 36 5 5 6 0^. 

PCT/JP9 9/ 0 2 5 5 0. v^■m^, ^ > / V- V R b it^ ^ ^ mmm, 
m (D lt^m^^^ M.m t> tz ^ X mi^ -r ^ z t t^'ai miz tji t ^.t> ti ^ o 

-i? AlSta^J. ACEISm^J. ^ ^ ^ © /C>®i • 'C^ ^ ^ ^ CD l^flg 

<{±^®i/i ofpi^ 1/1 0 0, 0 0 0 mm(D^-^m.^mnt ^ z ttm^ L 



:*:^B^ti. iSMS® >-t y-y-'T K R b > © F«g iS-^ ffl ^ ^ fig a& T * 

^fcc. li^i' (flMffiifii. ^^flMTmifii. mmm. msk^. ms^. -m^mm.ik 
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fo ife> *> 5 ^^ ^mW- 1 0 — 365560^^?>t>'t3PCT/JP99/025 

vRh iit'prj:< 2-o(Di'^mnm^-ff\^x. skmmmiz^ 

v^^o tzt^i^. m^f^itmit^(Dmi^ ' mm ' ikm^±-t)^mmx'$> nm 
(Dx. (Dn^M'i^m:m.\.z'z>\^x%m(Dmm^^ ^ h)^tz±x. ^(Dmm^m 

fl5fig^n?)t> - ^J:^ ^ sue i: >--:>- rx^i^ (^iifiM*&) ^^-r-s ^ s j^jp 

- 33 - 
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UT v'* >-tr ^ it-r h' R b iS-^ AS;^^T-fe -5 o i/* > -b y it KRb.CCne® 

^w^mmitnmmmiz^ i.tsm.mcDm^mn^m^'^. qol (^rs®Ms Quai 

ity of Life) ^ t ^ <D iZ'i^iL-o <D t m.t> ti ^ o 

m^um-t ^ z ttm^^^ti^tK ^fuzmx.xfs^^'^mifiizj:.^ mm Ltz mm 

T^m. mm^^m. }^m. p^a^ /sp^#^ st3s#. sssj^s 

-^miiM(Dm^-b^miKX' ^ fzfzv.. y-^^ \^Rh ^^mum^mtLx 

itmx (D'5^m^m±.t ^uw^^^^\±mit'^x oim,m.-^uMt ^mw\z v^^j 
v-^ Y Rh i^m^x ' mx^ntm-^^-^Tco-^iz^ mnik-^-r ^ z fti^'Mmizfji^, 
* tz. >-b y.-tt-f K R b i0rtmm^(D o j y Rh ^tnm^ \. < 

ii:»ti^mn-^ti^mm(Dum\zn)ux. ^(D^'&Kmm.'m^m.mcDio^x^^-'t 

:Lt^X^^. ^fz^m^O'yy^ ^ Y Rh ^hM^l^i^-^^ho^^WiPf-^Y^ 

Rh xifimmiim.t>ix^. ^omco^mmmm (btMs >tsm. mm., m. m 
>-fey-9-'f YRh xxm^-ti^mm.-r t\z {<>^m^ lo — sesseo-^. 

PCT/JP9 9/0 2 5 5 0. V^■rn* '■j;>H;y-y-^j>-Rb,3{pe>^ -5 fleSJfflflS 
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■bmi^ (vehicle) ) h it ^ tz < ^L^^ ±i!)^ ^ Z t 

MB^^ii^o *7t. i^V-fey-t^-'T KRbi<Z)4ifitj-9.^>g:|lI^-f;z,^^tcj:>3^ 
M ® ^> ® i: ^ ^ o 

^mMX'&lkmmm^ (ischemic penumbra) O nBm!S^t)^ML^ ^ tiX . Mikm 

(DU^ • nmm:^mm^titj:\,:^tiit-^t^xmMmmmssi(D\.^-ofzA,mm^tirzn 

nm.m^mii^mh^tii^x\^^o mit^tat^^. m c A^xmrn^^izmmm^^t 
^ c i: {w J: ^) ^^mo^tsi -rmm.m%m.'^ 1 ^ ^ g \zio\^x^mmi^m-^$^n 

mxktv y ^ ^ KRb ^omm.m%m.'^m'mn^^ifi. m cA^xmrn^^ 1 ^ 
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1 . TK'is international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 


2. This REPORT consists of a total of 9 sheets, including this cover sheet. 


□ 


This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see 
Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 


3. This report contains indications relating to the following items: . 


I 




Basis of the report 


II 


□ 


Priority 


III 


□ 


Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 


IV 




Lack of unity of invention 


V 




Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 


VI 


□ 


Certain documents cited 


VII 


□ 


Certain defects in the international application 


VIII 


□ 


Certain observations on the international application 
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INTERNATIONAL PRELIMINARY EXAMINATI€>5J^1§^RT 



International application No. 

PCT/JP99/06804 



I. Basis of the report 



1. With regard to the elements of the international application: 
the international application as originally filed 

the description: 

pages 

pages 

pages 



□ 



. as originally filed 



. filed with the demand 



filed with the letter of 



□ 



the claims: 

pages 

pages 

-pagcb 
pages 



, as originally filed 

, as amended (together with any statement under Article 19 



, filed with the demand 



filed with the letter of 



I I the drawings: 

pages 

pages 

pages 



, as originally filed 



, filed with the demand 



, filed with the letter of 



I I the sequence listing part of the description; 

pages 

pages 

pages 



, as originally filed 



filed with the demand 



_ , filed with the letter of 



With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language [ which is: 

□ 

the language of a translation ftjmished for the purposes of international search (under Rule 23. 1(b)). 

□ 

the language of publication of the international application (under Rule 48.3(b)). 

the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ ' 
or 55.3). 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminar>' examination was carried out on the basis of the sequence listing: 

contained in the international application in written form. 

filed together with the international application in computer readable form. 

furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



□ 
□ 
□ 
□ 
□ 

□ 
□ 



The amendments have resulted in the cancellation of: 

□ 

the description, pages 

□ 

the claims, Nos. 

□ 

the drawings, sheets/fig 



^ I I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
' — ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article J 4 are re/erred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70 J 7). 

** Any replacement sheet containing such amendments must be referred to under item I and annexed to this report. 
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IV. Lack of unity of invention 



1. In response to the invitation to restrict or pay additional fees the applicant has: 
I I restricted the claims. 
I I paid additional fees. 
I I paid additional fees under protest. 
I I neither restricted nor paid additional fees. 



7~ 



This Authority found that the reqiiirement nf unity nf invptrtmn- 
not to invite the applicant to restrict or pay additional fees. 



ser-aecGFd4fi^o Rule 6 8^ 



3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1, 13.2 and 13.3 is 

□ 

complied with. 
[X] not complied with for the following reasons: 

See supplemental sheet for continuation of Box IV. 3. 




7 



4. Consequently, the following parts of the international application were the subject of international preliminary examination 
in establishing this report: 



all parts. 

I I the parts relating to claims Nos. 



F^pn PCT/IPEA/409 (Box IV) (July 1998) 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



^^^lational application 
PCT/JP 99/06804 



I CTo ^ whCT die space in any of the precedi ng boxes is not sufficient) 
Continuation of: I V . 3 . 

1) Claims 1-12 describe an invention of 
pharmaceutical compositions containing ginsenoside Rbi, 
for conditions due to injury to nervous tissue or spinal 
cord tissue; Claims 15-16 describe an invention of 
pharmaceutical couiposi Liuiib L^ualalning gin3 -^ri03idc VJdu 



tor conditions due to exacerbated trauma of nervous, 
tissue or spinal cord tissue; and Claim 27 relates to the 
use of ginsenoside Rbi in producing aforementioned 
pharmaceutical compositions. 

2) Claim 13 describes an invention of 
pharmaceutical compositions containing ginsenoside Rbi, 
for promoting vascular regeneration or reconstruction. 

3) Claim 14 describes an invention of 
pharmaceutical compositions containing ginsenoside Rbi, 
for secondary changes in nervous tissue or spinal cord 
tissue . 

4) Claims 17 and 18 describe an invention of 
pharmaceutical compositions containing ginsenoside Rbi,. 
for preventing oligodendrocyte apoptosis or apoptosis- 

like cell death. 

5) Claims 19-20 describe an invention of 
pharmaceutical compositions containing ginsenoside Rbi, 
for demyelinization. 

6) Claims 21-23 describe an invention of a method 
for screening active substances for treating diseases of 
nervous tissue or spinal cord tissue by using ginsenoside 
Rbi as a lead compound; Claim 24 describes an invention 
relating to therapeutic agents obtained by the afore- 
mentioned method, and Claim 25 describes an invention 
relating to the use of ginsenoside Rbi as a lead compound 
in a method for screening active substances for treating 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

. C 



l^^iutional application No. 
PCT/JP 99/06804 



Supplemental Boii «- .\ 

fTo be used when the space in any of the preceding boxes is not suflicient) 



Continuation of: I V . 3 . 



diseases of nervous tissue or spinal cord tissue. 

7) Claim 26 describes an invention relating to the 
use of ginsenoside Rbi as a lead compound for screening 
brain cell protecting agents or nerve cell protecting 
agents . 



— l)-7) all relate to pharmaceutical applications of 

ginsenoside Rb. or compounds obtained by using it as a 
lead compound; however, the conditions to which these are 
applied are mutually different and unlikely to depend on 
closely related underlying pharmacological effects. 
Therefore, the groups of inventions described in l)-7) do 
not constitute a group of inventions so linked as to form 
a single general inventive concept, and hence this 
international application does not fulfill the condition 
of unitv of the. invention. 
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V. Reasoned statement 



under Article 35(2) with regard to novelty, inventive step or industrial appUcability; 



1 . Statement 

Novelty (N) 

Inventive step (IS) 



Claims 


1-27 V'^ 




YES 


Claims 






NO 


Claims 


1-20, 22, 23, 


27 


YES 


Claims 


21, 24-26\ 




NO 



- bidusti 'i ai appli c ab ility (lA)- 



C laims - 



Claims 



1-27 



-YES- 



NO 



2- 



Citations and explanations 

The following documents are cited in the 
international search report, 
1. JP, 4-504414, A 

>^:^Neuroscience Research, Vol. 28 (1997), pp. 191-200 



3. Acta Pharmaceutica Sinica, Vol. 30, No. 9 (1995), pp. 
674-678 

TActa Pharmacologica Sinica, Vol. 17, No. 1 (1996), pp. 
44-48 



1) Claims 21, 24 and 25 

Document 1 discloses the efficacy of ginsenoside Rbi 
for treating Alzheimer's disease and senile dementia, and 
these forms of dementia are diseases of nervous tissues. 

The use of a certain specified compound with 
pharmacological activity as a lead compound, strurctural 
modification of said compound, screening and selection of 
optimum or preferred compounds was common practice in the 
pharmaceutical field prior to filing the present 
application. Therefore, given Document 1, a person skilled 
in the art could easily conceive of using ginsenoside Rbi 
as a lead compound for screening compounds efficacious for 
the treatment of Alzheimer's disease and senile dementia, 
and the pharmaceutical application of said compounds. 

Moreover, the inventions described in Claims 21, 24 



^jjkntemational application No. 
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PCT/JP 99/06804 






and 25 do not appear to offer any special advantageous 
effect above that expected by a person skilled in the art 
from the disclosure in Document 1 and the aforementioned 
common practice. 

inererore^ une inventions ciescnxjeci xii »^_LcixiLi::5 ^ t ^ ^ 
and 25 do not involve an inventive step in the light of 
Document 1 • 






9) claim 26 

Documents 2 and 3 disclose the nerve cell protecting 
action of ginsenoside Rbi . 

Document 4 discloses the cerebral protecting action 





of ginsenoside Rbi , 

The use of a certain specified compound with 
pharmacological activity as a lead compound, structural 
modification of said compound, screening and selection of 
optimum or preferred compounds was a common practice in 
the pharmaceutical field prior to filing the present 
application. Therefore, given Documents 2-4, a person 
skilled in the art could easily conceive of using 
ginsenoside Rbi as a lead compound for screening compounds 
which have a nerve cell protecting action or cerebral 
protecting action, and the pharmaceutical application of 
said compounds . 

Moreover, the invention described in Claims 2 6 does 
not appear to offer any special advantageous effect above 
that expected by a person skilled in the art from the 
disclosure in Documents 2-4 and the aforementioned common 
practice , 

Therefore, the invention described in Claim 2 6 does 
not involve an inventive step in the light of Docxmaents 
2-4 , 



3) 



Claims 1-20, 22, 23 and 27 

The inventions disclosed in Claims 1-20, 22, 23 and 



I INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

21 are not disclosed in the documents cited in the 
international search report or in other documents deemed 
relevant to the invention in question, and are not obvious 
to a person skilled in the art. 

(In the written reply dated 18 September 2000, the 
applicant states in relation to Claims 21, 24 and 25 that 

the present invention shows for the first time that 

■ yiu -s^noside Rbi and metabolites thereof have an extremely 

marked advantageous effect on diseases of nervous tissue 
or spinal cord tissue and clearly differ from other prior 
active substances, and consequently discloses for the 
first time the application of an effective substance of 
the present inventation as a lead compound. However, the 
description does not fully support the types of compounds 
made using ginsenoside Rbi or a metabolite thereof as a 
lead compound, how they are screened and what specific 
compounds might be selected for treating or preventing 
diseases of nervous tissue or spinal cord tissue; and the 
description of the aforementioned action and effects of 
ginsenoside Rbi and metabolites thereof does not support 
the action and effects of ginsenoside Rbi or a metabolite 
thereof as a lead compound. 

In the written reply dated 18 September 2000, the 
applicant states in relation to Claim 26 that the present 
invention shows for the first time that ginsenoside Rbi 
and metabolites thereof have an extremely marked 
advantageous effect as nerve cell protecting agents and 
cerebral protecting agents and clearly differ from other 
prior active substances, and consequently discloses for 
the first time the application of an effective substance 
of the present inventation as a lead compound. However, 
the description does not fully support the types of 
compounds made using ginsenoside Rbi or a metabolite 
thereof as a lead compound, how they are screened and what 
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specific compounds might be used as nerve cell protecting 
agents and cerebral protecting agents; and the description 
of the aforementioned action and effects of ginsenoside 
Rbi and metabolites thereof does not support the action 
and effects of ginsenoside Rbi or a metabolite thereof as 
a lead compound,) 
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